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Applicants' Amendment filed March 22, 2004 is acknowledged. Original claims 
1-6 are canceled. New claims 7-1 1 are presented and represent all of the claims now 
under consideration. 

Subsequent to the cancellation of the original claims, the objection under 37 CFR 
1.75(c ) and rejections under 35 U.S.C. 101 and 112, second paragraph, of record, are 
moot. 

The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

The abstract of the disclosure is objected to because it is not clearly drawn to the 
subject matter now claimed. Correction is required. See MPEP § 608.01 (b). 

Claims 9-11 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
Applicants regard as the invention. 

The recitation in claim 9 "in which the brain damage caused by ischemia or 
hemorrhage is hemorrhage infarct (hemorrhagic infarct?), head injury, subarachnoid 
hemorrhage, intracerebral hemorrhage, cerebral thrombosis, cerebral embolism, 
cardiac an'est, stroke or transient ischemic attacks (TIA)*' lacks clarity. Each condition, 
i.e., hemorrhage infarct, head injury, subarachnoid hemorrhage, intracerebral 
hemorrhage, cerebral thrombosis, cerebral embolism, cardiac arrest, stroke or transient 
ischemic attacks, may be a cause of brain damage. It is suggested - which is the 
result of - is inserted in claims 9-1 1 after "ischemia or hemorrhage". 
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Claims 7-1 1 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter that was not described in the specification in such a way as to enable 
one skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or practice the invention. The original claims were directed to the treatment 
or prevention of any acute or chronic cerebral neurodegenerative disease. The subject 
matter now under consideration is drawn to the treatment or prevention of brain damage 
caused by ischemia or hemorrhage, as well as conditions that cause the ischemia or 
hemorrhage. The specification provides support for cortical protection of the compound 
of formula I in the ET-1 model of stroke. 

Applicants argue the present claims now contain the limitations of canceled claim 
4 which was not subject to the rejection of record under 35 U.S.C. 112, first paragraph. 

Original claim 4, and the independent claim from which it depended, were 
composifion claims. Accordingly, they were not subject to the rejection of record under 
35 U.S.C. 112, first paragraph, in the First Office Action 

. Attention is directed to In re Wands, 8 USPQ2d 1400 where the court set forth 
factors to consider when assessing whether or not a disclosure would require undue 
experimentation. These factors are: 

1 ) the quantity of experimentation necessary 

2) the amount of direction or guidance provided 

3) the presence or absence of working examples 

4) the nature of the invention 

5) the state of the art 
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6) the relative skill of those in the art 

7) the predictability of the art and 

8) the breadth of the claims. 

The instant specification fails to provide guidance that would allow the skilled 
artisan background sufficient to practice the instant invention without resorting to undue 
experimentation in view of further discussion below. 

The nature of the invention, state of the prior art, relative skill of those in the art 
and the predictabilitv of the art 

The claimed invention relates to prevention or treatment of brain damage caused 
by ischemia or hemorrhage. 

The relative skill of those in the art is generally that of a Ph.D. or M.D. with 
expertise in the area of neurology. 

Each particular type of brain damage whether caused by an ischemic event or by 
hemorrhage often has its own specific characteristics and etiology. Brain damage may 
occur from both pathological processes, but very often does not. A successful 
treatment modality for ischemia does not presage successful treatment for hemorrhage. 
There are presently no absolutely successful therapies for the prevention of brain 
damage whether caused by ischemia or hemorrhage. 

The breadth of the claims 

The claims are broad and inclusive of many disorders that may cause brain 
damage. 

The amount of direction or guidance provided and the presence or absence of 
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working examples 

The working example is limited to the ET-1 model of stroke, the neuroprotective 
properties of which do not extrapolate to hemorrhage. There are no examples to 
support or suggest a successful therapeutic regimen. 

The Quantity of experimentation necessary 

Applicants have failed to provide support for efficacy in the treatment or 
prevention of the various, and neurologically diverse, pathological conditions 
encompassed in the language of the claims. The skilled artisan would expect the 
interaction of a particular compound in the prevention or treatment of a particular 
neurological disorder to be very specific and highly unpredictable absent a clear 
understanding of the structural and biochemical basis for the administration of a 
particular compound. The instant specification sets forth no such understanding. No 
direction is provided to distinguish therapy among the various disorders. Absent 
reasonable a priori expectations of success for preventing any particular neurological 
disorder, one skilled in the art would have to test extensively many diverse neurological 
conditions to discover which particular disorder responds to the compound of instant 
formula L Since each prospective embodiment, as well as future embodiments as the 
art progresses, would have to be empirically tested, undue experimentation would be 
required to practice the invention as it is claimed in its current scope. The specification 
provides inadequate guidance to do otherwise. 
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Applicants' arguments with respect to canceled claims 1-6 that were rejected in 
the last Office Action under 35 U.S.C. 102(b), have been considered but are moot in 
view of the new ground of rejection. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the Invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
states. 

Claims 7-1 1 rejected under 35 U.S.C. 102(b) as being anticipated by Kelly et al., 
U.S. Patent 5.648.351. 

Kelly teaches the administration of the macrolide of instant formula I wherein R^^ 
may be alkyi substituted by =0 for treating cerebral ischemic disease, particularly 
cerebral infarction. See the fonmula at the bottom of column 1 , as well as column 2, line 
11. Further, see column 8, lines 22-30, specifically encompassing head injury, 
subarachnoid hemorrhage, cerebral thrombosis, cerebral embolism, cardiac arrest, 
stroke, transient ischemic attacks and stroke. This disclosure is drawn to all macrolides 
in the reference. 

No claim is allowed. 

Applicants' Amendment necessitated the new grounds of rejection presented in 
this OfHce Action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicants are reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 
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A shortened statutory period for reply to this Final Action is set to expire THREE 
MONTHS from the mailing date of this Action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this Final Action and the Advisory Action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the Advisory Action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the Advisory Action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this Final Action. 

Any inquiry conceming this communication or earlier communications from the 
Examiner should be directed to Phyllis G. Spivack whose telephone number is 571-272- 
0585. The Examiner can nomially be reached from 10:30 to 7 PM. 

If attempts to reach the Examiner by telephone are unsuccessful, the Examiner's 
supervisor, Christopher Low, can be reached 571-272-951. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Infonnation regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more infomnation about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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